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Background: Fractional flow reserve (FFR)-guided revascularization using a 0.80 cut-off was shown to provide clinical benefit over angiographic 
guidance in FAME. However, a 0.75 FFR cut-off was shown to guide safe deferral of revascularization in DEFER. As no comparative studies of these 
cut-offs have been performed, a 0.75 - 0.80 FFR grey zone is largely acknowledged, although its clinical pertinence in uncertain. We evaluated the 
prognostic implications of the transition from a 0.75 to a 0.80 FFR cut-off and the clinical pertinence of the 0.75 - 0.80 FFR grey zone.
Methods: We studied 157 patients and 157 intermediate coronary stenoses using invasive coronary pressure and flow velocity measurements. All 
data were obtained in the pre-FAME era, when revascularization was deferred at the discretion of the operator. Long term follow-up was performed 
to document the occurrence of major adverse cardiac events (MACE): a composite of cardiac death, myocardial infarction, and target vessel 
revascularization. The 10-year MACE-rate was estimated using the Kaplan Meier (KM) method.
results: Median FFR was 0.82 (Q1-Q3: 0.76 - 0.89), with 22% of stenoses in the 0.75 - 0.80 range. Median follow-up was 11.7 years (Q1-Q3: 9.9 - 
13.3 years). At the 0.75 FFR cut-off, 10-year MACE was 56.8% when FFR was abnormal (<0.75), compared with 33.8% when FFR was normal (≥0.75) 
(Log rank p=0.02). At the 0.80 FFR cut-off, 10-year MACE was 44.6% when FFR was abnormal (≤0.80), versus 34.3% when FFR was normal (>0.80) 
(Log rank P=0.20). The transition from a 0.75 to a 0.80 FFR cut-off was associated with a 12.7% decrease in the difference in MACE between a 
normal or abnormal FFR, while the MACE-rate associated with a normal FFR was similar. 10-year MACE within the 0.75 - 0.80 FFR grey zone was 
32.9%, and equivalent to that associated with a normal FFR at the 0.75 cut-off.
conclusion: The risk for MACE in the FFR grey zone is comparable to that of a normal FFR at the 0.75 cut-off, indicating that the prognostic 
implications of the FFR grey zone are limited. Consequently, FFR-guided deferral of revascularization using the 0.80 FFR cut-off is associated with an 
impaired identification of stenoses at risk for long-term MACE compared with the 0.75 FFR cut-off.
